Very recently, Montague et al 1 described a mutation in the leptin gene, resulting in congenital leptin de®-ciency, associated with severe early onset obesity in humans. This report provided the ®rst genetic evidence that leptin is an important regulator of energy balance in humans. The deletion of a guanine nucleotide between postions 393 and 398 of the leptin gene was detected in two cousins of Pakistani origin. Both children had a normal birth weight, but gained weight very rapidly. The body mass index (BMI; kgam We screened 366 extremely obese German children and adolescents by SSCA for the mutation in the leptin gene. The BMI of the probands mostly exceeded the 99th BMI-percentile (mean BMI 32.5 AE 5.9; mean age 14.0 AE 2.3; for detail see Hinney et al 2, 3 ). In order to have a positive control for our analysis, we used DNA of one of the affected children reported by Montague et al 1 (the DNA was kindly provided by Prof Dr S O'Rahilly). PCR was performed as described by Montague et al, 1 products were diluted in formamide and electrophoresed on 12% acrylamide gels (49:1, Pharmacia, Friburg, Germany) with 0.01% PEG 600 (Sigma, Deisenhofen, Germany) at room temperature for 18 h at 150 V. The gel was silver stained.
Among the 366 individuals, we did not detect a single carrier of the leptin de®ciency mutation. Hence we conclude, that the respective mutation either does not exist or is extremely rare among German children and adolescents with extreme obesity. 
